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DETAILED ACTION 

Applicant's response of January 10, 2006 to the First Action on the Merits mailed July 
14, 2005 is acknowledged. It is acknowledged that Applicants have cancelled Claims 2-6, 12-14, 

16, and 18-36, amended Claims 1, 7-1 1, and 15, and added Claims 37-44. Claims 1,7-11,15, 

17, and 37-44 are pending and are hereby examined. 

Specification-Objections 
Objection to the title for not being descriptive of the elected invention, a method of 
treatment using HET-0016, is maintained. 

Claims-Objections 

Objection to the claim set for not beginning with a sentence of which the claims are an 
object is maintained. 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Double Patenting 

Rejection of Claims 1, 7-11, 15, and 17 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over Claims 1-4, 6-13, 19-22, and 24- 
28 of US Application No. 10/986,695 is maintained. Claims 37-44 are herein also rejected under 
35 U.S.C. 101, double patenting, as being unpatentable over Claims 1-4, 6-13, 19-22, and 24-28 
of US Application No. 10/986,695. Applicants' state in their response that they "stand ready to 
address the rejection should it be maintained as an actual rejection. 
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Claim Rejections - 35 USC § 112-First Paragraph 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Enablement 

Rejection of Claims 1,7-11,15, and 17 under 35 U.S.C. 1 12, first paragraph lack of 
enablement, is maintained. Claims 37-44 are herein rejected for the same reasons. As described 
in the prior action the specification does not reasonably provide enablement for all methods of 
treating cerebral vascular disease using any compound that decreases the activity of any CYP4A 
or CYP4F 20-HETE synthesizing enzyme. The specification fails to support the full scope of 
Claims 1, 7-1 1, 15, 17, and 37-44 because it fails to teach (A) the structure of all 20-HETE 
synthesizing enzymes that are of the CYP4A or CYP4F subclass; (B) the structure of all 
compounds that are inhibitors of any said CYP4A or CYP4F enzymes; (C) how any said 
compound can and cannot be modified and still inhibit any CYP4A or CYP4F enzyme; (D) the 
structure of inhibitors of any CYP4A or CYP4F enzyme that can be successfully used for 
treatment of the recited cerebral vascular diseases; (E) how any said inhibitor can and cannot be 
modified and still be successfully used for treatment of the recited cerebral vascular diseases; (F) 
a rational and predictable scheme for modifying any compound, formulation, or administration 
route with an expectation of obtaining the desired treatment result; (G) the target population to 
be treated (see Hoagland et al, 2003); and (H) the specification provides insufficient guidance as 
to which of the essentially infinite possible choices is likely to be successful. 
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In support of their request that said rejection be withdrawn, Applicants provide the 
following arguments. 

(A) Identifying new 20-HETE synthesizing enzyme inhibitors, either by testing new 
compounds or modifying existing inhibitors, is not part of the invention. The present invention 
only calls for the use of known inhibitors and those that will be come known. The application 
provides examples of 20-HETE synthesizing enzyme inhibitor e.g. HET0016, 17-ODYA, 
DDMS, ABT, and miconazole. The skilled artisan will certainly become familiar with any new 
inhibitors. When an enzyme and inhibitors are well known, a single example is sufficient for 
the specification to be adequate. 

(B) The enablement is not applicable to future technologies (Chiron Corp v Genetech Inc, 
363 F.3d 1247 (Fed Cir. 2004). 

(C) The PTO considers a claim reciting the use of any inhibitor to an enzyme patentable 
if a few examples are provided in the specification. 

These arguments are not found to be persuasive for the following reasons. 

(A) Reply : For the full scope of the recited invention to be practiced, either the 
specification or the prior art, at the time of filing, must enable the recited invention MPEP 
2164.05(a) [R-2]. Neither the specification nor the prior art enable the skilled artisan to make 
and use the full scope of treating the recited cerebral vascular diseases with any inhibitor of any 
CYP4A or any CYP4F enzyme, wherein in the inhibitor has any structure and, wherein the 
enzyme has any structure. It is acknowledged that the specification teaches that HET0016 is an 
inhibitor of CYP4A1 1 and CYP4F2 (Fig 1 1). It is also acknowledged that the art teaches that 
DDMS is an inhibitor of HETE synthesis by CYP4A1 and CYP4A3 enzymes (Wang et al, 1998; 
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pg 971, parg 2). However, neither 17-ODYA nor miconazole are specific inhibitors of CYP4A 
or CYP4F and DDMS has not been shown to inhibit CYP4F. In addition, PPOH inhibits 
CYP4A3 but not CYP4A1. Thus, only a single example of an inhibitor of CYP4F has been 
disclosed; therefore, the skilled artisan is not in possession of sufficient guidance to make and 
use any inhibitor of CYP4F. Furthermore, HET0016 has been shown to inhibit only a single 
member of each of the CYP4A subtype of HETE synthesizing enzymes, CYP4A1 1 . DDMS is 
the only compound that has been shown to inhibit more that a single member of the CYP4A 
subfamily. Based on such teachings, neither the prior art or the specification provide sufficient 
guidance to enable the skilled artisan to make and use a method of treatment using any inhibitor 
of any CYP4A enzyme, wherein in the inhibitor has any structure and, wherein the CYP4A has 
any structure. 

(B) Reply : As stated in MPEP 2164.05(a) [R-2], the specification must be enabling as 
of the filing date of the application. MPEP 2164.03(a) [R-2] states that, if little is known in the 
prior art about the nature of the invention and the art is unpredictable, the specification needs 
more detail as to how to make and use the invention in order to be enabling. In Chiron Corp. v. 
Genentech Inc., 363 F.3d 1247, 1254, 70 USPQ2d 1321, 1326 (Fed. Cir. 2004) is was stated that: 
"Nascent technology must be enabled with a specific and useful teaching. The law requires an 
enabling disclosure for nascent technology because a person of ordinary skill in the art has little 
or no knowledge independent from the patentee's instruction. Thus, the public's end of the 
bargain struck by the patent system is a full enabling disclosure of the claimed technology." 
The reasons the full scope of elected invention is not enabled are described above and in the 
prior action. 
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(C) Reply : Claim 1 does not recite an inhibitor to a specific enzyme of known structure 
and function. Claim 1 recites any inhibitor of any enzyme that has the activity of any member of 
the CYP4A or CYP4F subfamilies of HETE synthesizing enzymes, wherein the enzyme has any 
structure. As described in (A), above, the specification teaches the structure of only a single 
inhibitor of a single member of all CYP4F enzymes. As also described above, the specification 
teaches the structure of only a single inhibitor of a single member of all CYP4A enzymes and the 
prior art teaches the structure of a single inhibitor of two different members of the CYP4A 
subfamily. Said examples to not provide sufficient guidance such that one of skill in the art 
would not know how to make compounds that inhibit any CYP4A or CYP4F enzyme, as recited 
in the instant invention. 

Written Description 

Rejection of Claims 1, 7-1 1, 15, and 17 under 35 U.S. C. 112, first paragraph, written 
description, is maintained. Claims 37-44 are herein rejected for the same reasons. As described 
in the prior action, said claims contain subject matter which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed invention. The 
specification does not reasonably described the genus of all methods of treating the recited 
cerebral vascular diseases using any compound that decreases the activity of any CYP4A or 
CYP4F 20-HETE synthesizing enzyme. 

In support of their request that said rejection be withdrawn, Applicants provide the 
following arguments. The application clearly conveys that CYP4A and CYP4F inhibitors can be 
used to treat the four specific cerebral vascular diseases recited in amended Claim 1 . 
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This argument is not found to be persuasive for the following reasons. It is 
acknowledged that the specification teaches the compound HET0016, which is an inhibitor of 
CYP4A1 1 and CYP4F2 and is, more likely than not, useful for treating the recited vascular 
diseases. However, the specification fails to describe the full scope of the genus of methods for 
treatment using any compound that decreases the activity of any enzyme, with any structure, 
having the function of a CYP4A or CYP4F 20-HETE synthesizing enzyme. The specification 
fails to sufficiently describe the claimed invention in such full, clear, concise, and exact terms 
that a skilled artisan would recognize that applicants were in possession of the claimed invention. 

Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Rejection of Claims 1 and 17 under 35 U.S.C. 102(a) as being anticipated by Alonso- 
Galicia et al, 1999, is maintained, as evidenced by Wang et al, 1998 (IDS). Claims 37, 39, and 
41 are herein rejected under 35 U.S.C. 102(a) as also being anticipated by Alonso-Galicia et al, 
1999. As previously described, Alonso-Galicia et al teach that intracerebroventricular injection 
of DDMS reduces cerebral blood flow (Fig 7). As evidenced by Wang et al, DDMS inhibits 
CYP4A1 and CYP4A3 (pg 971, parg 2). Claims 37, 39, and 41, as dependent from Claim 1 and 
further reciting treatment of stroke, administered into the cerebrospinal fluid, and treatment of 
rat, respectively, are also rejected under 35 U.S.C. 102(a) as being anticipated by Alonso-Galicia 
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et al, 1999. Therefore, Claims 1, 17, 37, 39, and 41 are rejected under 35 U.S.C. 102(a) as being 
anticipated by Alonso-Galicia et al, 1999, as evidenced by Wang et al, 1998. 

Rejection of Claim 1 under 35 U.S.C. 102(b) as being anticipated by Su et al, 1999, as 
evidenced by Fotherby et al, 1997 or Schmidt et al, 2000, is maintained. Claims 37, 39, and 41 
are herein rejected under 35 U.S.C. 102(a) as also being anticipated by Su et al, as evidenced by 
Fotherby et al or Schmidt et al. As previously described, Su et al teach that 1-ABT reduces the 
synthesis of 20-HETE (Fig 1) and reduces blood pressure in rat (Fig 9), which, as is well known 
in the art, is an effective means to treat cerebral vascular diseases (Fotherby et al or Schmidt et 
al). As further taught by Su et al, 1-ABT decreases expression of the HETE synthesizing 
enzyme CYP4A1. Claims 37 and 41, as dependent from Claim 1 and further reciting treatment 
of stroke and treatment of rat, respectively, are also rejected under 35 U.S.C. 102(b) for the same 
reasons. Therefore, Claims 1, 37, and 41 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Su et al, 1999, as evidenced by Fotherby et al, 1997 or Schmidt et al, 2000. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Rejection of Claim 1 under 35 U.S.C. 103(a) as being unpatentable over Roman et al, 
1999 in view of Frisbee et al, 2000, is maintained Claims 15, 37, and 39-41 are here rejected 
under 35 U.S.C. 103(a) as also being unpatentable over Roman et al, 1999 in view of Frisbee et 
al, 2000. As set forth in the prior action, Roman et al teach that cerebral vascular diseases, 
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including cerebral vasospasm, stroke, and hypertension, and migraine, can be treated by blocking 
the effects of 20-HETE (pg 5, lines 1-4), while Frisbee et al teach that treatment of rats with 17- 
ODYA or DDMS inhibits 20-HETE production (pg HI 5 18, parg 4-5) and thereby reduces 
vascular vessel diameter (Figs 2, 4, 6, and 8). As also taught by Frisbee et al, 17-ODYA and 
DDMS inhibit P450 ©-hydroxylase, a 20-HETE synthesizing enzyme of the CYP4A subclass. 
For the reasons explained in the prior action, the skilled artisan would be motivated to combine 
Roman et and Frisbee et al, to use 17-ODYA or DDMS to treat stroke. Claims 15 and 39, 37, 
and 40, as dependent from Claim 1 and further reciting intravenous administration, treatment of 
stroke, and treatment of humans, as taught by Roman et al (pg 62, parg 3; pg 5, parg 1; pg 11, 
parg 6, respectively) are also rejected under 35 U.S.C. 103(a) for the same reasons. Claim 41, as 
dependent from Claim 1 and further reciting treatment of rat, as taught by Frisbee et al (pg 
H1518, parg 4-5) is also rejected under 35 U.S.C. 103(a) for the same reasons. Therefore, 
Claims 1, 15, 37, and 39-41 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Roman et al, 1999 in view of Frisbee et al, 2000. 

Claims 1,15, and 37-43 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Roman et al, 1999 in view of Powell et al, 1998 (EDS) or Lasker et al, 2000. Roman et al teach 
that cerebral vascular diseases, including cerebral vasospasm and stroke, can be treated by 
blocking the effects of 20-HETE (pg 5, lines 1-4). Roman et al do not teach treatment of 
cerebral vascular diseases with an inhibitor of 20-HETE synthesis. Both Powell et al (Fig 4) and 
Lasker et al (Fig 4 & 5) teach that the HETE synthesis by CYP4A1 1 and CYP4F2 can be 
inhibited by an antibody to the respective enzyme. It would have been obvious to a person of 
ordinary skill in the art to administer the antibodies of Powell et al or Lasker et al intravenously 
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for treatment of cerebral vascular disease. Motivation to do so is provided by Powell et al (pg 
1335, parg 1) and Lasker et al (pg 4125, parg 4), wherein they state that elevated 20-HETE 
levels, via CYP4A1 1 and/or CYP4F2 contributes to hypertension and vasocontriction, which are 
well known in the art to be causative factors and/or exacerbate cerebral vascular disease. The 
expectation of success is high, as the antibodies taught by Powell et al and Lasker et al are 
known inhibitors of 20-HETE synthesis. Therefore, Claims 1,15, and 37-43 are rejected under 
35 U.S. C. 103(a) as being unpatentable over Roman et al, 1999 in view of Powell et al, 1998 
(IDS) or Lasker et al, 2000. 

Applicant's amendment necessitated any new grounds of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1. 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 . 1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Regarding filing an Appeal, Applicants are referred to the Official Gazette Notice 
published July 12, 2005 describing the Pre- Appeal Brief Review Program. 



Application/Control Number: 09/937,946 Page 1 1 

Art Unit: 1656 

To insure that each document is properly filed in the electronic file wrapper, it is 
requested that each of amendments to the specification, amendments to the claims, Applicants' 
remarks, requests for extension of time, and any other distinct papers be submitted on separate 
pages. It is also requested that Applicants identify support, within the original application, for 
any amendments to the claims. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sheridan L. Swope whose telephone number is 571-272-0943. 
The examiner can normally be reached on M-F; 9:30-7 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached on 571-272-093 1 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published application 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto. gov . Should you have questions on the access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Sheridan Lee Swope, Ph.D 
Art Unit 1656 
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